
CLAIMS 

1. A conjugate of/fl) at least one therapeutic agent for 
joint diseases and^ [2) hyaluroic acid, a hyaluroic acid 
derivative or a/salt thereof. 

2. The conjugate of claim 1. wherein the bond between at 
least one ^therapeutic agent for joint diseases and 
hyaluroic acid, a hyaluroic acid derivative or a salt 
thereof/ is a covalent bond. 

3. The conjugate of claim 1 o^-T, wherein the 
therapeutic agent for joint diseases is a matrix 
metalloprotease inhibitor. 

4. The conjugate of finy o ne of claims 1 £xj--3T wherein 
the matrix metalloprotease inhibitor binds to hyaluroic 
acid, a hyaluroic acid derivative or the salt thereof via a 

tpacer , 

5. The conjugate of any ono o£ claims ^ 1 fce-*7 wherein 
the weight i/atio of the matrix metalloprotease inhibitor to 
the entire /conjugate is 0.01 to 50%. 

6. The /con jugate of any ono of - c laims* 1 t©--5? wherein 
the matrix metalloprotease inhibitor is a hydroxamic acid 
residue 

7. The conjugate of any em u o f claim/ 1 to-67 wherein 
the matrix metalloprotease inhibitor is a hydroxamic acid 
residue represented by the general formula ( 1 ) : 

O R 2 tt O 
Rl O R 3 R 4 
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wherein 

R x is a hydrogen atom/ a hydroxyl group or a 
straight -chain or branched- chain alkyl group having 
1 to 8 carbon atoms; 

R 2 is a straight -chain or branched- chain alkyl 
group having 1 to 8 carbon atoms; 
R 3 is a straight/ chain or branched alkyl group 
having 1 to 8 fcarbon atoms which may be substituted 
with a cycloalkyl group, an aryl group or a 
heterocyclic/ group ; and 

R 4 is a hydrogen atom or an alkyl group having 1 to 
4 carbon at/oms . 
8. The conjugate of afty-one claim^ 1 -te-TT wherein 
the spacer is represented by the general formula (2): 

-R5-R6-R7-IV (2) 

wherein 

R 5 is a straight -chain or branched-chain alkylene 
group having 1 to 8 carbon atoms; 

R 6 is an oxygen atom or a methylene or imino group 
which may be substituted with a straight -chain or 
branched-chain alkyl group having 1 to 4 carbon 
atoms: 

R 7 is/ a straight -chain or branched-chain alkylene 
group having 1 to 10 carbon atoms into which one to 
three oxygen atoms may be inserted; and 
R 8 is an oxygen atom, a sulfur atom or NR 9 wherein R 9 



is al hydrogen atom or a straight -chain or branched- 
chaain alkyl group having 1 to 4 carbon atoms. 
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9. 



the conjugate of the matrix metalloprotease inhibitor and 
the spacer is represented by the /eneral formula (3) : 




R 



13 



N-R 12 -N— 



NH 



(3) 



wherein 

R 12 is a straight -chain or branched-chain alkylene 
group having 2 to 23 carbon atoms into which one 
imino group and/or one to four oxygen atoms may be 
inserted; /and 

R 13 is a hydrogen atom or a straight -chain or 
branched^ chain alkyl group having 1 to 4 carbon 
atoms . 

10 . The conjugate of .any one of- claims' 1 to-^wherein 
the matrix metalloprotease inhibitor in the form of a 
conjugate wl/th hyaluroic acid, a hyaluroic acid derivative 
or a salt thereof inhibits a matrix metalloprotease in situ. 

11. A method for preparing the conjugate of any ono of 
c laim/ " 

agent f6r joint diseases that does not affect the activity 
of the/ agent to a carboxyl group, a hydroxyl group or a 
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functional group at the reducing^ of hyaluroic acid, a 
hyaluroic acid derivative or^Tsalt thereof by direct 
chemical reaction or via/a spacer. 

12. A pharmaceutical composition comprising the conjugate 
of a ny ono of -claingf l to— rtf. 

13. The pharmaceutical composition of claim 12 which is a 
therapeutic agent for joint disease. 

14. The pharmaceutical composition of claim 13. wherein 
the joint disease is osteoarthritis, rheumatoid arthritis 
or scapulohumeral periarthritis. 

15. The use oft the conjugate of any-efte-e^ claim** 1 to-ttT 
in the preparation of a pharmaceutical composiTloT? 



16. The use of J tk conjugate of any one -exc laim^ 1 tj^ro 
in the preparation^ a therapeutic agent for joint 
diseases . 

17. A method for treating a patient having a joint disease 
comprising administering a pharmaceutical composition 
containing a pharmaceutical^ effective amount of the 
conjugate of a«y-e«e-e^ dairy? 1 fee-^O as the effective 
ingredient to the patient. 
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